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RAPIDLY DISINTEGRATING TABLET 

Rapidly disintegrating tablets 

5 

The present invention belongs to the field of the 
pharmaceutical technology and it relates to rapidly - 
disintegrating tablets intended. to be used as 
10 orodispersible tablets or dispersible tablets which are 
dispersed in water prior to use. 

Some patients, particularly pediatric and geriatric 
patients have difficulty swallowing or chewing solid dosage 
15 forms. Thus, there is a constant need for development of 
pharmaceutical formulations which rapidly disintegrate in 
the mouth of a patient and/or rapidly disperse in water. 

Different techniques for preparation of rapidly 
20 disintegrating tablets are described in patent documents. 
The preparation of orodispersible tablets is generally 
technologically very demanding and expensive. Special , 
expensive manufacturing equipment is often needed. However, 
this formulation techniques appeared to be not applicable 
25 for the preparation of rapidly disintegrating tablets, 

containing a high amount of active ingredient. It is well 
known that for an effective treatment of diseases high 
doses of drugs and especially of antimicrobial compounds 
may have to be administered. 

30 

EP 910344 discloses fast-disintegrating and fast-dissolving 
compositions containing a high amount of drug. The active 
•substance is incorporated in the granulate comprising water 
dispersible cellulose, which is macrocrystalline cellulose 
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. and sodium carboxymethyl cellulose. The granulate is 
blended with a first and a second disintegrant, which is 
preferably selected from the group of superdisintegrants, 
and then compressed into tablets . 

5 

EP 80862 discloses water-dispersible composition of 
amoxicillin trihydrate and potassium clavulanate 
characterized in that it contains a non-hygroscopic water- 
soluble binder. Suitable binders are hydroxypropylmethyl 
10 cellulose, polyvinylpyrrolidone / polyvinyl acetate 
copolymer or hydroxypropylcellulose . 

Dispersible tablets containing amoxicillin and clavulanic 
acid are described in WO 92/19227. These dispersible 

15 tablets are prepared as follows: The active substances are 
first roller-compacted together with a part of the 
excipients. The obtained granulate is then mixed with the 
remaining part of the excipients and the resulting mixture 
is compressed into tablets. Disintegrants used are the 

20 superdisintegrants such as, for example, cross-linked N- . 
vinyl-2-pyrrolidone, croscarmello.se sodium and/or sodium 
starch glycollate. In the description there is no data if 
the tablets are suitable to be used as orodispersible 
tablets . 

25 

WO 91/15197 discloses an effervescent formulation 
comprising amoxicillin trihydrat, potassium clavulanate and 
effervescent couple. 

30 The patent applications WO 96/21429, WO 97/17947 and WO 
99/15155 describe the conventional pharmaceutical 
compositions which comprise silicified microcrystalline 
cellulose. These tablets also include a superdisintegrant, 
e.g., croscarmellose sodium. 
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Thus it is the object of the present invention to overcome 
the problems encountered in the prior art and to provide 
improved rapidly disintegrating tablets* 

5 

Description of the invention 

The above object is preferably achieved by a rapidly 
disintegrating tablet as specified in the claims. 

10 The present invention thus relates to rapidly 
.disintegrating tablets suitable to be used as 
orodispersible tablets which are disintegrated in the oral 
cavity, or (and) as dispersible tablets which are dispersed 
in water prior to ingestion. The tablets may be taken 

15 directly in the mouth or used dispersed in a glass of 
water. 

The novel pharmaceutical formulation is patient-friendly 
since it enables to choose between the two modes of 
20 administration. It is particularly suitable for children 
and elderly individuals and for those who have difficulty 
in swallowing. An advantage of the pharmaceutical 
composition is that it may be used in circumstances when 
drinking water is not available. 

25 

The manufacturing process of the tablets is very simple, 
the addition of superdisintegrants is not required. This 
technology enables preparation of the orodispersible 
tablets with high dosage of the active substance. 

30 

The pharmaceutical formulation of the invention is 
especially appropriate for antibiotics which are usually 
administered in high doses. As the pharmaceutical 
formulation which is disintegrated in the mouth it is also 
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suitable for use in pediatric patients in the age above 3 
years, and as the pharmaceutical formulation which is 
dispersed in water it may be also used in pediatric 
patients in the age under 3 years. For pediatric use the 
tablets of the invention (one or more tablets) of different 
strengths may be administered to the child so that the dose 
is adjusted according to the child's body weight (and age), 
severity of the infection and the causative microorganism 
which is determined empirically or in the laboratory. 

The present invention provides rapidly disintegrating 
tablets which contain at least one active substance, 
silicified microcrystalline cellulose and optionally 
conventional excipients such as lubricants, desiccants, 
sweetening agents, flavours and colouring agents. 

Advantageously the active substance is a drug which has to 
be administered in high doses. The active substance may be 
selected from the group of antibiotics comprising beta- 
lactam antibiotics from the groups of cephalosporins and 
penicillins (such as aminopenicillins, for example, 
amoxicillin and a combination of amoxicillin and clavulanic 
acid), macrolides, quinolones, aminoglycosides, 
tetracyclines and others. Preferable antibiotic is 
amoxicillin, alone or in a combination with clavulanic 
acid. 

The dose of the active substance may vary depending on an 
individual active substance. The tablets may preferably 
contain up to 1500 mg of the active substance. The 
proportion of the active substances in the tablet is 
advantageously from 5 to 70% by weight of the tablet. 
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Silicified microcrystalline cellulose may be any 
commercially available form of this ingredient, for 
example, . Prosolv SMCC, described in WO 96/21429 and 
manufactured by Penwest Company. There are different grades 
5 of silicified microcrystalline cellulose available. The 
amount of silicified microcrystalline cellulose in the 
tablets of the invention is about 30 to about 95 % by 
weight of the tablets. A ratio of the active substance and 
silicified microcrystalline cellulose may preferably be in 
10 the range 0.5 : 1 to 2.5 :1. 

A lubricant is preferably selected from the group of 
hydrophobic lubricants such as hydrogenated fatty oils, 
magnesium stearate, and stearic acid. Especially suitable 
15 lubricant is selected from hydrogenated vegetable oils. 

Preferable lubricant is hydrogenated castor oil Cutina HR, 
Henkel. 

Sweetening agents optionally used in the tablets may be 
artificial sweetening agents such as, for example 
20 aspartame, saccharin sodium, acesulfame potassium or also 
natural sugars . 

Flavouring agents may preferably be selected from 
conventional flavours such as natural flavouring agents, 
nature-identical flavouring agents, and artificial 
25 flavouring agents of different tastes.. 

The tablets of the present invention may further include 
organic acids, for example, citric acid, desiccants, 
antiadhesives such as, for example, talc, glidants such as, 
30 for example, colloidal silicon dioxide, Aerosil 200. 

If necessary, a particularly unpleasant taste of the active 
substances may be previously masked. 
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The process for preparation of the tablets of this 
invention is very simple. The active substance and 
excipients are blended; the mixture is homogenized, sieved 
and directly formed into tablets, preferably by 
5 compressing. Previous dry or wet granulation is not needed. 

The tablets of the invention correspond to all 
pharmacopoeial standards for tablets, oro.dispersible 
tablets and dispersible tablets. The tablets are of the 
10 pleasant taste and rapidly disintegrate in the mouth or 
disperse in water. The physical characteristics of the 
tablets are suitable for packaging on a conventional 
packaging line which with rapidly disintegrating tablets 
manufactured by other technologies is not conventional. 

15 

The tablets of this invention may optionally be coated with 
a sufficiently thin and water soluble coating layer which 
does no influence on the ability of the tablet to 
disintegrate rapidly in the mouth. Suitable coating 
20 materials include disaccharides such as sucrose, 

polysaccharides such as maltodextrins and pectin, and 
cellulose derivatives such as hydroxypropyl cellulose and 
hydroxypropylmethyl cellulose . 

25 The object of the present invention is also preferably 

achieved by rapidly disintegrating tablets which .contain a 
combination of amoxicillin and clavulanic acid. The 
combination of the antibiotic amoxicillin and clavulanic 
acid, an inhibitor of beta-lactamase, is the well 

30 recognized and widely used medicament for treating 

bacterial infections in adult and pediatric patients. It is 
available in several dosage forms such as, for example, 
conventional tablets, chewable tablets, sachets, powder for 
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preparation of oral suspension, dispersible tablets and 
controlled-release tablets. 

The use of silicified microcrystalline cellulose has 
enabled manufacture of high dosage amoxicillin / clavulanic 
acid orodispersible and dispersible tablets with simple 
composition and technology. 

Amoxicillin may be in the form of trihydrate or as 
crystalline sodium amoxicillin, clavulanic acid may be in 
the form of a salt, preferably potassium clavulanate. The 
ratio of amoxicillin and clavulanic acid is preferably from 
2:1 to 30:1, especially suitable are the ratios 4:1, 7:1, 
8:1, 12:1, 14:1 and 16:1. 

The tablets may preferably contain from 250 to 1500 mg of 
amoxicillin and the appropriate amount of clavulanic acid. 
They may be prepared, for example, as tablets 250/125, 
500/125, 500/62.5, 875/125, 1000/125, 1000/62.5, 400/57, 
200/28.5, 250/62.5, 125/31.3. The weights being expressed 
as free parent acids amoxicillin and clavulanic acid. 

The proportion of silicified microcrystalline cellulose in 
the tablet may preferably be from 30% to 90% by weight of 
the tablet. Preferably SMCC 90 is used. 

An optional lubricant may be any lubricant from the group 
of hydrophobic lubricants. Especially suitable is 
hydrogenated castor oil Cutina HR, Henkel. 

Special masking of the taste of active substances is not 
necessary. Conventional sweetening and flavouring agents 
may be added. The most convenient sweetening agents are 
aspartame and saccharin sodium. As the flavouring agent a 
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combination of two flavours such as tropical blend and 
orange is favourable. 

The tablets may also contain other excipients such as 
5 desiccants, glidants such as colloidal silicon dioxide, 
colouring agents, as occasion demands. 

Generally the tablets which contain amoxicillin and 
clavulanic acid cannot be prepared by direct compression 

10 method. Usually one or both active substances and a part of 
excipients are pre-granulated by dry granulation process 
such as slugging or roller compaction. The granulate may 
then be mixed with the remaining part of the excipients and 
then the mixture is compressed into tablets. 

15 The tablets of the present invention may preferably be 
prepared according to the simple process by direct 
compression into tablets. Previous granulation is not 
necessary. All ingredients are blended, homogenized, sieved 
and directly formed, preferably compressed into tablets. As 

20 potassium clavulanate is highly moisture sensitive, 
previously dried ingredients should be used. The 
manufacturing of the tablets of the invention is preferably 
carried out under conditions of relative humidity not 
exceeding 25% RH, more suitably less than 20% RH. 

25 

Rapidly disintegrated tablets containing amoxicillin and * 
clavulanic acid are also suitable for use in pediatric 
patients. Since they are of the pleasant taste and are 
simply ingested (dispersed directly in the mouth) , they are 
30 suitable for children above 3 years old, and as the 

pharmaceutical formulation which is dispersed in water it 
may be also used in pediatric patients in the age under 3 
years. *The dosage should be adjusted according to child's 
body weight (and age) , and severity of the infection and 
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the causative microorganism determined empirically or in 
the laboratory. 

The technology of preparation of the tablets of the 
5 invention provides formulating the tablets containing 

different unit doses of the active substance thus enabling 
the use of an appropriate dosage by administering the 
tablets of different strengths aimed at attaining the 
optimal dosage regarding the child's body weight (and age), 
10 severity of the infection and causative microorganism. 

The tablets may replace the existing pediatric suspension 
formulations comprising amoxicillin and clavulanic acid. 

15 For example, tablets containing 400 mg of amoxicillin and 
57 mg of clavulanic acid may be prepared. One such tablet 
may replace the 5 ml of the existing. pediatric suspension 
400/57 for twice daily administration. Likewise, the tablet 
containing 200 mg of amoxicillin and 28.5 mg of clavulanic 

20 acid can replace the 5 ml of the existing pediatric 
suspension 200/28.5. One tablet containing 250 mg of 
amoxicillin and 62.5 mg of clavulanic acid can replace the 
5 ml of existing pediatric suspension 250/62.5 per 5 ml . . 
Likewise, the tablet containing 125 mg of amoxicillin and 

25 31.25 mg of clavulanic acid can replace the 5 ml of the 
existing pediatric suspension 125/31.25 per 5 ml. The 
dosage in pediatric population with these tablets can be 
adjusted by taking a half of a tablet or a quarter of a 
tablet like in the case of suspensions where adjustments 

30 are possible by taking appropriate volumes of appropriate 
suspensions . 

The total daily dosage depends on the weight (and age) of a 
child, on the suspected microorganism causing the infection 
and on the severity of the infection. 
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The present invention is illustrated but in no way limited 
by the following examples: 

5 Example 1 : 



Composition of one tablet: 



INGREDIENTS 




Amoxicillin (in the form 
of trihydrate) 


875 mg 


Clavulanic acid (in the 
form of potassium 
clavulanate) 


125 mg 


Aspartame 


9 mg 


Flavour 


36 mg 


Aerosil 200 


18 mg 


Cutina HR 


36 mg 


Talc 


18 mg 


Prosolv SMCC 90 


to 1932 mg 



The method of manufacture: 
10 All ingredients are blended, homogenized, sieved and 
compressed directly into tablets. 

Example 2 : 

15 Composition of one tablet: 



INGREDIENTS 




Amoxicillin (in the form 
of trihydrate) 


500 mg 


Clavulanic acid (in the 
form of potassium 
clavulanate) 


125 mg 
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Aspartame 


6.5 


mg 


Flavour 


26 


mg 


Aerosil 200 


13 


mg 


Cutina HR 


26 


mg 


Talc 


13 


mg 


Prosolv SMCC 90 


to 1300 


mg 



All ingredients are blended, homogenized, sieved and 
compressed directly into tablets, 

5 Example 3 : 



Composition of one tablet: 



INGREDIENTS 




Amoxicillin (in the form 
of trihydrate) 


437.5 mg 


Clavulanic acid (in the 
form of potassium 
clavulanate) 


62.5 mg 


Aspartame 


4.5 mg 


Flavour 


18 mg 


Aerosil 200 


9 mg 


Cutina HR 


18 mg 


Talc 


9 mg . 


Prosolv SMCC 90 


to 966 mg 



All ingredients are blended, homogenized, sieved and 
10 compressed directly into tablets. 



Example 4 : 
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Composition of one tablet: 
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INGREDIENTS 




Amoxicillin (in the form 
of trihydrate) 


250 


mg 


Clavulanic acid (in the 
form of potassium 
clavulanate) 


62.5 


mg 


Aspartame 


3.25 


mg . 


Flavour 


13 


mg 


Aerosil 200 


6.5 


mg 


Cutina HR 


13 


mg 


Talc 


6.5 


mg 


Prosolv SMCC 90 


to 650 


mg 


All ingredients are blended, homogenized, 
compressed directly into tablets. 


sievec 


Example 5: 






Composition of one tablet 


» 




INGREDIENTS 




Amoxicillin (in the form 
of trihydrate) 


1000 


mg 


Clavulanic acid (in the 
form of potassium 
clavulanate) 


125 


mg 


Aspartame 


10.1 


mg 


Flavour 


40.5 


mg 


Aerosil 200 


20.3 


mg 


Cutina HR 


40.5 


mg 


Talc 


20.3 


mg 


Prosolv SMCC 90 


to 2174 


mg 
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All ingredients are blended, homogenized, sieved and 

compressed directly into 

tablets. 

5 Example 6: 



Composition of one tablet: 



INGREDIENTS 




Amoxicillin (in the form 
of trihydrate) 


400 mg 


Clavulanic acid (in the 
form of potassium 
clavulanate) 


57 mg 


Aspartame 


4.7 mg 


Flavour 


19 mg 


Aerosil 200 


9.5 mg 


Cutina HR 


19 mg 


Talc 


9.5 mg 


Prosolv SMCC 90 


to 950 mg 



All ingredients are blended, homogenized, sieved and 
10 compressed directly into tablets. 
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CLAIMS 

5 1. A rapidly disintegrating tablet comprising: 

- at least one active substance 

- silicified microcrystalline cellulose, and 

- optional excipients . 

10 2. The rapidly disintegrating tablet according to claim 1, 
wherein the active substance is selected from the group 
of antibiotics. 

3. The rapidly disintegrating tablet according to claim© 
15 1 or 2, wherein the active substance is amoxicillin in 

combination with clavulanic acid. 

4 . The rapidly disintegrating tablet according to claim 
3, wherein the amoxicillin is in the form of amoxicillin 

20 trihydrate. 

5. The rapidly disintegrating tablet according to claim 
3, wherein the clavulanic acid is in the form of potassium 
clavulanate. 

>5 

6. The rapidly disintegrating tablet according to any of 
claims 3 to 5, wherein the ratio of amoxicillin to 
clavulanic acid is in the range of 2 :1 to 30 :1. 

JO 7, The rapidly disintegrating tablet according any of 
claims 3 to 5, wherein the ratio of amoxicillin to 
claVulanic acid is 4 :1. 
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8. The rapidly disintegrating tablet according to any of 
claims 3 to 5, wherein the ratio of amoxicillin to 
clavulanic acid is 7 :1. 

5 9. The rapidly disintegrating tablet according to claim 

I, wherein the proportion of the active substance in the 
tablet is 5 to 70 % by weight of the tablet. 

10. The rapidly disintegrating tablet according to claim 
.0 1, wherein the ratio of the active substance and silicified 
microcrystalline cellulose is 0.5 : 1 to 2,5 : 1. 

II. The rapidly disintegrating tablet according to claim 1 
wherein the proportion of silicified microcrystalline 

15 cellulose is 30 to 95% by weight. 

12. The rapidly disintegrating tablet according to claim 
1, wherein hydrogenated castor oil is contained as a 
lubricant. 

20 

13. Use of the rapidly disintegrating tablet according to 
any of the preceding claims as an orodispersible tablet or 
as a dispersible tablet. 

25 14. Use of the rapidly disintegrating tablet according to 
any of claims 1 to 12 in the manufacture of a medicament 
for the treatment of pediatric patients. 

15. An orodispersible tablet comprising amoxicillin, 

30 clavulanic acid and silicified microcrystalline cellulose. 

16. A dispersible tablet comprising amoxicillin, 
clavulanic acid and silicified microcrystalline cellulose. 
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17. A process for the manufacture of a rapidly 

disintegrating tablet according to claim 1 comprising the 
steps of: 

5 • blending the at least one active substance, silicified 
microcrystalline cellulose and optional excipients; 

• homogenizing the obtained mixture; 

• sieving the homogenized mixture; and 

• forming tablets therefrom. 



10 



INTERNATIONAL SEARCH REPORT 



PCT/EP 03/06528 



A. CLASSIFICATION OF SUBJECT MATTER , /- 

IPC 7 A61K9/20 A61K31/42 A61K31/43 



According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

IPC 7 A61K 



Documentation searched other than minimum documentation to the extent that such documents are Included In the fields searched 



Electronic date base consulted during the International search (name of data base and. where practical, search terms used) 

EPO-Internal , WPI Data, PAJ, EMBASE, BIOSIS 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category ° Citation of document, with Indication, where appropriate, of the relevant passages 



Relevant to claim No. 



WO 00 66089 A (CIMA LABS INC) 
9 November 2000 (2000-11-09) 
examples 1,2 

US 6 391 335 Bl (KHANKARI RAJENDRA K ET 
AL) 21 May 2002 (2002-05-21) 
examples 1,2 

US 6 368 625 Bl (KHANKARI RAJENDRA K ET 
AL) 9 April 2002 (2002-04-09) 
example 2 

US 6 200 604 Bl (KHANKARI RAJENDRA K ET 
AL) 13 March 2001 (2001-03-13) 
example 1 

-/-- 



1-17 



1-17 



1,17 



1,17 



LH 



Further documents are listed In the continuation of box C. 



Patent family members are listed In annex 



° Special categories of cited documents : 

•A' document defining the general stale ot the art which Is not 

considered to be of particular relevance 
"E* earlier document but published on or after the international 

filing date 

•L" document which may throw doubts on priority clalm(e) or 
which b ctted to establish the publication date of another 
citation or other special reason (as specified) 

•O' document referring to an orat disclosure, use, exhibition or 
other means 

•P' document published prior to the international filing date but 
later than Ihe priority date claimed 



*V later document published after the international filing date 
or priority date and not tn conflict with the application but 
cited to understand the principle or theory underlying the 
Invention 

'X' document of particular relevance; the claimed Invention 
cannot be considered novel or cannot be considered to 
Involve an inventive step when the document Is taken alone 

■Y" document of particular relevance; the claimed Invention 
cannot be considered to involve an Inventive step when the 
document is combined with one or more other such docu- 
ments, such combination being obvious to a person skilled 
in the art. 

document member of the same patent family 



Date of the actual completion of the international search 



4 November 2003 



Name and mailing address of the ISA 

European Patent Office, P.B. 5818 Patentlaan 2 
NL-2280HV Rljswljk 
Tel. (+31-70) 340-2040, Tx. 31 651 epo nl, 
Fax: (+31-70) 340-3016 



Date of mailing of the International search report 



26/11/2003 



Authorized officer 



ESTAN0L, I 



'om\ PCT/lSA/210 (second sheet) (Jury 1892) 



INTENTIONAL SEARCH REPORT 



PCT/EP 03/06528 



C(Contlnuatlon) DOCUMENTS CONSIDERED TO BE RELEVANT 



Category • Citation of document, with Indication .where appropriate, of the relevant 



US 6 117 451 A (KUMAR VIJAI) 
12 September 2000 (2000-09-12) 
column 5, Hne 15; examples 7,8 

US 5 985 823 A (GOLDSTEIN BETH P) 
16 November 1999 (1999-11-16) 
examples 6B,7 

W0 01 39746 A (STANI FORTH JOHN ;MENDELL CO 
INC EDWARD (US)) 7 June 2001 (2001-06-07) 
page 4, Hne 24 -page 4, Hne 30 



US 6 194 001 Bl (GRIBB0N ENDA MARTIN 
AL) 27 February 2001 (2001-02-27) 
claims 1-26 



ET 



Relavant to claim No. 



1,17 



1,2,17 



1-17 



1-17 



; orm PCT/ISA/210 (ocntlnuailon of second sheet) (July 1892) 



INTENTIONAL SEARCH REPORT 

Information on potent family members 



Inli.iiiuUu^^ppHcatlon No 

PCT/EP 03/06528 



Patent document 
cited In search report 


Publication 
date 


Patent family 
member(s) 


Publication 
date 


WO 0066089 


A 


Uj 11 cUUU 


US 


6350470 


Bl 


C-\J \JC C\j\Jl. \ 








AU 


4488700 


A 


If 11 lUUU 








CA 


2335566 


Al 


\jy 11 cuuu 








EP 


1091732 


Al 


lO UH Cv\Jl 








JP 


2002543109 


T 


17-1 9-9(\(\9 








WO 


0066089 


Al 


09-11-2000 








US 


2002076439 


Al 


20-06-2002 








us 


2002071809 


Al 


13-06-2002 








us 


2003133976 


Al 


17-07-2003 








us 


2003118645 


Al 


26-06-2003 








us 


6391335 


Bl 


21-05-2002 








us 


6576250 


Bl 


10-06-2003 



US 6391335 


Bl 


21-05-2002 


US 


6350470 


Bl 


26-02-2002 








US 


2002076439 


Al 


20-06-2002 








US 


2002071809 


Al 


13-06-2002 








US 


2003133976 


Al 


17-07-2003 








AU 


4488700 


A 


17-11-2000 

x / x x t-uuv 








CA 


2335566 


Al ' 


09-11-2000 








EP 


1091732 


Al 


18-04-2001 








JP 


2002543109 


T 


17-12-2002 








WO 


0066089 


Al 


09-11-2000 








US 


2003118645 


Al 


26-06-2003 








US 


6576250 


Bl 


10-06-2003 


US 6368625 


Bl 


09-04-2002 


AU 


742049 B2 




13-12-2001 








AU 


5482399 A 


06-03-2000 








CA 


2339992 Al 


24-02-2000 








EP 


1104288 Al 


06-06-2001 








JP 


2002522471 T 


23-07-2002 








WO 


0009090 Al 


24-02-2000 


US 6200604 


Bl 


13-03-2001 


AU 


4019400 A 


16-10-2000 








CA 


2333375 Al 


05-10-2000 








EP 


1082106 Al 


14-03-2001 








JP 


2002540141 T 


26-11-2002 








W0 


0057858 Al 


05-10-2000 








US 


2002110578 Al 


15-08-2002 








US 


6576250 


Bl 


10-06-2003 








us 


2003091629 Al 


15-05-2003 


US 6117451 


A 


12-09-2000 


NONE 








US 5985823 


A 


16-11-1999 


AU 


7826298 


A 


30-12-1998 








BR 


9810861 


A 


24-04-2001 








CN 


1264306 


T 


23-08-2000 








EP 


0983079 


A2 


08-03-2000 








HU 


0002639 


A2 


28-12-2000 








JP 


2002504906 


T 


12-02-2002 








NO 


996035 


A 


08-12-1999 








PL 


337779 


Al 


11-09-2000 








SK 


169499 


A3 


12-03-2001 








TW 


505515 


B 


11-10-2002 








W0 


9856398 


A2 


17-12-1998 








AU 


7728698 


A 


30-12-1998 








W0 


9856402 


Al 


17-12-1998 








US 


5958873 


A 


28-09-1999 








ZA 


9804591 


A 


08-12-1998 



Form PCT/ISA/210 (patent family annex) (July 1 992) 



INTENTIONAL SEARCH REPORT 

Information on patent family members 



Internal No 

PCT/EP 03/06528 



Patent document 


Publication 




Patent family 


Publication 


cited in search report 


date 




member(s) 


date 


WO 0139746 A 


07-06-2001 


AU 


2061401 A 


12-06-2001 






BR 


0016482 A 


24-12-2002 






CA 


' 2393231 Al 


07-06-2001 






EP 


1244428 Al 


02-10-2002 






NO 


20022645 A 


01-08-2002 






WO 


0139746 Al 


07-06-2001 






US 


2002068084 Al 


06-06-2002 



US 6194001 


Bl 


27-02-2001 AU 


3777597 A 


25-02-1998 






EP 


0917459 Al 


26-05-1999 






WO 


9805305 Al 


12-02-1998 






JP 


2000515538 T 


21-11-2000 



! 



Form PCT/ISA/210 (patent family annex) (Julv 1902) 



